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Last Updated on STN: 20001005 

Entered Medline: 20000922 
AB The tumor suppressor protein PTEN is mutated in glioblastoma multiform 
brain tumors, resulting in deregulated signaling through the 
phosphoinositide 3-kinase (PI3K) -protein kinase B (PKB) pathway, which is 
critical for maintaining proliferation and survival. We have examined the 
relative roles of the two major phospholipid products of PI3K activity, 
phosphatidyl inositol 3 , 4 -biphosphate [Ptdlns (3 , 4) P2] and 
phosphatidylinositol 3 , 4 , 5-triphosphate [Ptdlns (3 , 4 , 5) P3] , in the 
regulation of PKB activity in glioblastoma cells containing high levels of 
both of these lipids due to defective PTEN expression. Reexpression of 
PTEN or treatment with the PI3K inhibitor LY294002 abolished the levels of 
both Ptdlns (3, 4 ) P2 and Ptdlns (3 , 4 , 5 ) P3 , reduced phosphorylation of PKB on 
Thr3 08 and Ser473, and inhibited PKB activity. Overexpression of 
SHIP-2 abolished the levels of Ptdlns (3 , 4 , 5 ) P3 , whereas 
Ptdlns (3 , 4) P2 levels remained high. However, PKB phosphorylation and 
activity were reduced to the same extent as they were with PTEN 
expression. PTEN and SHIP-2 also significantly decreased the 
amount of PKB associated with cell membranes. Reduction of SHIP 
-2 levels using antisense oligonucleotides increased PKB 
activity. SHIP-2 became tyrosine phosphorylated following 
stimulation by growth factors, but this did not significantly alter its 
phosphatase activity or ability to antagonize PKB activation. Finally we 
found that SHIP-2, like PTEN, caused a potent cell cycle arrest 
in G(l) in glioblastoma cells, which is associated with an increase in the 
stability of expression of the cell cycle inhibitor p27(KIPl). Our 
results suggest that SHIP-2 plays a negative role in regulating 
the PI 3 K- PKB pathway. 
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TITLE : Antisense modulation of Ship-2 

expression . 

AUTHOR (S) : Bennett, C. Frank [Inventor]; Cowsert, Lex M. [Inventor] 

CORPORATE SOURCE: ASSIGNEE: Isis Pharmaceuticals Inc. 
PATENT INFORMATION: US 6025198 February 15, 2000 

SOURCE: Official Gazette of the United States Patent and Trademark 

Office Patents, (Feb. 15, 2000) Vol. 1231, No. 3. e-file. 
CODEN: OGUPE7. ISSN: 0098-1133. 

DOCUMENT TYPE: Patent 

LANGUAGE: English 

ENTRY DATE: Entered STN: 23 Aug 2000 

Last Updated on STN: 8 Jan 20 02 
AB Antisense compounds, compositions and methods are provided for 

modulating the expression of Ship-2. The compositions comprise 

antisense compounds, particularly antisense 

oligonucleotides, targeted to nucleic acids encoding Ship-2. 

Methods of using these compounds for modulation of Ship-2 

expression and for treatment of diseases associated with expression of 

Ship-2 are provided. 
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TITIjE: Keratin 8 and 18 expression in mesenchymal progenitor cells 

of regenerating limbs is associated with cell proliferation 
and differentiation. 
AUTHOR (S) : Corcoran, Jonathan P.; Ferretti, Patrizia [Reprint author] 

CORPORATE SOURCE: Dev. Biol. Unit, Inst. Child Health, UCL, 30 Guilford St., 

London WC1N 1EH, UK 

SOURCE: Developmental Dynamics, (Dec, 1997) Vol. 210, No. 4, pp. 

355-370. print. 

CODEN: DEDYEI. ISSN : 1058-8388. 



DOCUMENT TYPE: Article 

LANGUAGE: English 

OTHER SOURCE: Genbank- 1364 54 

ENTRY DATE: Entered STN : 27 Jan 1998 

Last Updated on STN : 27 Jan 1998 

AB Keratins are considered markers of epithelial differentiation. In lower 
vertebrates, however, immunoreactivity for keratin 8 and 18 has been 
reported in nonepithel ial cells, particularly in mesenchymal progenitor 
cells of regenerating complex body structures. To confirm that such 
reactivity does indeed reflect keratin expression and to investigate their 
possible role in regeneration, we have isolated clones coding for the newt 
homologues of keratin 8 and 18 (NvK8 and NvK18, respectively) and studied 
their distribution and changes in their expression following experimental 
manipulations. Analysis of NvK8 and NvK18 transcripts confirms that KS 
and K18 are expressed in the blastemal cells of regenerating newt limbs 
and that their expression is first observed 3-5 days after amputation, 
when the blastemal cells start to proliferate under the influence of the 
nerve, whose presence is essential for regeneration to proceed. In 
contrast, no induction of these keratins is observed following amputation 
of a larval limb at a stage when organogenesis is proceeding in a 
nerve -independent manner. To establish whether there is a causal 
relation, ship between keratin expression and cell proliferation 
in the adult limb blastema, we have investigated whether their expression 
is nerve -dependent and whether suppression of their expression in cultured 
blastemal cells affects cell division and differentiation. Analysis of 
keratins in denervated limbs demonstrates that the nerve is not necessary 
to induce their expression. However, treatment of cultured blastemal 
cells with KS and K18 anti-sense oligonucleotides 

significantly decreases DNA synthesis and induces changes in cell 
morphology, suggesting that expression of these keratins during 
regeneration may be necessary for the maintenance of the undifferentiated 
and proliferative state of blastemal cells. 
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AB Methods for inhibiting angiogenesis using inhibitors of Ship- 

1 are provided. The net result is prevention, reduction or treatment 
of angiogenesis. Methods of treating angiogenic diseases and conditions 
and conditions associated with aberrant or excessive blood vessel growth are 
provided. Ship-1 inhibitors of the invention include 

small mols., antibodies, peptides (including dominant neg. peptides) and 
antisense compds . , including ribozymes, inhibitory RNA mols. 
including siRNA mols. and antisense oligonucleotides. 
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AB The present invention relates to methods for diagnosing the metastatic 
potential of hepatocellular carcinoma (HCC) in HCC patients and methods 
for diagnosing the potential of developing HCC in patients with chronic 
liver diseases. A computer readable medium, a digital computer, and a 
system useful for such diagnosis are also provided. Further disclosed are 
methods for identifying potential therapeutic targets for treating 
metastasis in HCC patients and methods for preventing HCC in patients with 
chronic liver diseases. Based on UniGene (UG) database compiled by NCBI, 



two sets of gene clusters: Metastatic gene expression predictor correlated 
with the diagnosis of metastatic HCC and HCC gene expression predictor 
correlated with the diagnosis of patients likely to develop HCC, are 
identified by gene profiling method. Among them, osteopontin (OPN) and 
EpCAM (Epithelial Cell Adhesion Mol . , also known as TACSTD1 , encoded by 
gene GA733-2) are used as the major therapeutic targets (both sequences 
claimed but not provided) . In addition, the invention provides methods for 
inhibiting metastasis in HCC patients by suppressing the function of one 
therapeutic target, osteopontin, and methods for preventing the 
development of HCC in patients with chronic liver diseases by suppressing 
the function of one therapeutic target, EpCAM . Pharmaceutical compns . 
containing agents capable of inhibiting the functions of osteopontin or EpCAM 
are also disclosed. 
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Modified receptors on cell membranes for the discovery 
of therapeutic ligands 

Schwartz, Thue W. ; Martini, Lene; Heydorn, Arne; 
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PCT Int. Appl., 122 pp. 
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DK 2001-1944 A 20011221 
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DK 2002-1043 A 20020703 

US 2002-394122P P 20020703 
AB A drug discovery method is provided for selecting a compound selected from 

the group consisting of a small organic substance, a biopharmaceutical , or an 
antibody or part thereof. The method comprises the steps of (i) 
expressing one or more receptors on a cell membrane, such as, e.g., an 
exterior cell surface of a cell, (ii) contacting one or more expressed 
receptors with a test compound or a selection of test compds . (libraries), 
and (iii) selecting one or more compds. based on its ability to bind one 
or more receptors. The step of expressing the one or more receptors 
comprises capturing one or more receptors on the exterior cell surface in 
a conformation that predominantly enables binding or interaction with a 
ligand, and the conformation that predominantly enables binding or 
interaction with a ligand is provided by modification of one or more 
receptors by a method comprising at least one of the following: (a) fusion 
with any protein which keeps the receptor in the desired conformation such 
as, e.g. an arrestin, a modified arrestin, a G-protein or a modified 
G-protein, (b) site-directed mutagenesis, and (c) deletion. The receptors 
may be captured on the exterior cell surface by at least one of the 



following: (d) interaction of the receptor with a scaffolding protein, 
optionally, with a scaffolding protein network and (e) means for blocking 
receptor internalization, e.g. by co-expression of a mutated dynamin or a 
modified arrestin or by use of chems . such as, e.g., sucrose and/or Tris. 
Thus, by coexpressing of either the wild-type receptor or by modifying the 
receptor by engineering for example a recognition motif for a strong 
binder into its structure (for example, a PDZ recognition motif at its 
C-terminal end) , and coexpression of this with a scaffolding protein such 
as PSD-95 or a modified scaffolding protein which interacts with the 
cytoskeletpn at the cell surface or is made to be closely associated with the 
membrane through a lipid anchor, a high level of surface expression can be 
ensured, which will benefit its use in the drug discovery process. As a 
result of the strong tendency of the scaffolding proteins to interact with 
each other, just the cotransf ection with one or more appropriate 
scaffolding proteins or modified scaffolding protein may also lead to the 
formation of patches with high local concns of the receptor or modified 
receptor, which will be highly beneficial in the drug discovery process 
where they are used initially to select binding mols. The method is 
exemplified by expression of the NK1 receptor in an agonist high-affinity 
binding form at the surface of transfected cells through fusion with 
arrestin or the N- terminal fragment of arrestin. 
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AB Antisense compds.', compns . and methods are provided for 
modulating the expression of Ship-1. The compns. 
comprise antisense compds., particularly antisense 
oligonucleotides, targeted to nucleic acids encoding Ship- 
1. Methods of using these compds. for modulation of Ship 
-1 expression and for treatment of diseases associated with 
expression of Ship-1 are provided. 
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US 2001-314099P P 20010823 
WO 2001-US29158 W 20010919 
AB Suppression of hematopoietic -spec if ic SH2 -containing inositol polyphosphatase 
(SHIP) activity by genetic and pharmaceutical means is taught 
for suppression of rejection of, and prevention of graf t-vs . -host disease 
in, solid organ allografts or xenotransplants , and histo- incompatible 
marrow grafts. Also disclosed are methods for the screening of substances 
and genetic constructs that inhibit SHIP function in mammalian 
cells, and cell lines and transgenic animals that have the SHIP 
-/- phenotype. 
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PTEN, but not SHIP and SHIP2, suppresses the 
PI3K/Akt pathway and induces growth inhibition and 
apoptosis of myeloma cells. 

Choi Yong; Zhang Jie; Murga Cristina; Yu Hong; Koller 
Erich; Monia Brett P; Gutkind J Silvio; Li Weiqun 
Lomabardi Cancer Center, Georgetown University Medical 
Center, Washington, District of Colombia 20007, USA. 
Oncogene, (2002 Aug 8) 21 (34) 5289-300. 
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Entered STN: 20020801 
Last Updated on STN : 20020831 
Entered Medline: 20020830 
Expression of PTEN tumor suppressor gene has been known to dephosphorylate 
the phosphatidyl inositol 3' kinase (PI3K) products on the 3 prime inositol 
ring, resulting in reduced Akt activation. Loss of PTEN expression in 
OPM2 and delta47 human myeloma lines led to high Akt activity toward 
insulin-like growth factor I (IGF- I) . In contrast, mouse plasma cell 
tumor (PCT) lines, expressing wild type PTEN, did not respond to IGF-I for 
Akt activation. We demonstrated here that endogenous PTEN played a 
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negative role in controlling Akt activity in both mouse PCT and NIH3T3 
fibroblast lines by using anti-sense oligonucleotides 

against PTEN. To determine the role of src-homology 2 -containing inositol 
5' phosphatase (SHIP) in regulating the PI3K/Akt pathway, we 
manipulated its expression by down -regulation and overexpression in 
myeloma, PCT and NIH3T3 lines and analysed Akt activation. Our results 
showed that SHIP, unlike PTEN, did not affect Akt activity in 
all systems analysed, despite its ability to dephosphorylate a PI3K 
product. Although SHIP2 expression resulted in suppression of 
interleukin-6 -mediated mitogen-act ivated protein kinase activation, 
expression of SHIP and SHIP2 in a PTEN-null myeloma line did not 
suppress Akt activity. Biologically, expression of only PTEN, but not 
SHIP and SHIP2, resulted in growth inhibition and increased 
apoptosis in 0PM2 myeloma line. Together, our results have established 
the role of PTEN, but not SHIP and SHIP2, in negatively 
regulating the PI3K/Akt cascade and in myeloma leukemogenesis . 
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Kagawa S; Kobayashi M 

CORPORATE SOURCE: Toyama Med & Pharmaceut Univ, Dept Clin Pharmacol, 2630 

Sugitani, Toyama 9300194, Japan (Reprint); Toyama Med & 
Pharmaceut Univ, Dept Clin Pharmacol, Toyama 9300194, 
Japan; Toyama Med & Pharmaceut Univ, Dept Internal Med 1, 
Toyama 9300194, Japan; Sainou Hosp, Toyama 9300887, Japan 

COUNTRY OF AUTHOR: Japan 

SOURCE: MOLECULAR ENDOCRINOLOGY, (OCT 2002) Vol. 16, No. 10, pp. 

2371-2381. 

Publisher: ENDOCRINE SOC, 4350 EAST WEST HIGHWAY SUITE 
500, BETHESDA, MD 20814-4110 USA. 
ISSN: 0888-8809. 

DOCUMENT TYPE: Article; Journal 

LANGUAGE: English 

REFERENCE COUNT: 4 0 

* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 

AB Lipid phosphatase SHIP2 [Src homology 2 (SH2) -containing inositol 

5 ' -phosphatase 2] has been shown to be a physiologically critical negative 
regulator of insulin signaling. We investigated the molecular mechanism by 
which SHIP2 negatively regulates insulin- induced phosphorylation of Akt, a 
key downstream molecule of phosphatidyl inositol 3 -kinase important for the 
biological action of insulin. Overexpression of wild-type SHIP2 (WT-SHIP2) 
inhibited insulin- induced phosphorylation of Akt at both Thr(308) and 
Ser(473) in Rati fibroblasts expressing insulin receptors. The degree of 
inhibition was less in the cells expressing either a mutant SHIP2 with 
R47Q change (R/Q-SHIP2 ) in the SH2 domain, or a mutant SHIP2 with Y987F 
change (Y/F-SHIP2) in the C-terminal tyrosine phosphorylation site. 
However, on addition of a myristoylation signal, WT-SHIP2, R/Q-SHIP2, and 
Y/F-SHIP2 all efficiently inhibited insulin- induced Akt phosphorylation at 
both residues, whereas a 5 * -phosphatase-def ective mutant SHIP2 
(DeltaIP-SHIP2) with the myristoylation signal did not. Interestingly, the 
degree of inhibition of Akt phosphorylation by R/Q-SHIP2 and Y/F-SHIP2 is 
well correlated with the extent of their association with She. In 
addition, overexpression of WT-Shc increased the insulin- induced 
association of SHIP2 with She, whereas a decrease in the amount of She on 
expression of antisense She mRNA led to a reduction in the . 
SHI P2 -She association. Furthermore, the inhibitory effect on 
insulin- induced Akt phosphorylation by WT-SHIP2 was decreased in 
antisense-Shc cells. These results indicate that the membrane 



localization of SHIP2 with its 5 ' -phosphatase activity is required for 
negative regulation of insulin-induced Akt phosphorylation and that the 
localization is regulated, at least in part, by the association of SHIP2 
with She in Rati fibroblasts. 
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We have previously shown that CD4 ligand binding inhibits LFA-1 -dependent 
adhesion between CD4 + T cells and B cells in a p56(lck)- and 
phosphatidylinositol 3-kinase (PI3 -kinase) -dependent manner. In this 
work, downstream events associated with adhesion inhibition have been 
investigated. By using HUT 7 8 T cell lines, CD4 ligands were shown to 
induce a dissociation of LFA-1 from cytohesin, a cytoplasmic protein known 
to bind LFA-1 and to enhance the af f inity/avidity of LFA-1 for its ligand 
ICAM-1. A dissociation of PI3 -kinase from cytohesin is also observed. In 
parallel, we have found that CD4 ; ligand binding induced a redistribution 
of PI3-kinase and of the tyrosine phosphatase SHP-2 to the membrane and 
induced a transient formation of protein interactions including 
PI3 -kinase; an adaptor protein, Gab2 ; SHP-2; and a SH2 domain- containing 
inositol phosphatase, SHIP. By using antisense 

oligonucleotides or transfection of transdominant mutants, down- regulation 

of adhesion was shown to require the Gab2/PI3-kinase association and the 

expression of SHIP and SHP-2 . We therefore propose that CD 4 

ligands, by inducing these molecular associations, lead to sustained local 

high levels of D-3 phospholipids and possibly regulate the cytohesin/LFA-1 

association. 
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WO 2001079299 Al 20011025 
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RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ, 
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IE, SI, LT, LV, FI, RO, MK, CY, AL, TR 
JP 2003531149 T2 20031021 JP 2001-576893 20010413 

PRIORITY APPLN. INFO. : US 2000-198550P P 20000413 

US 2000-204254P P 20000515 
WO 2001-US12106 W 20010413 
AB The present invention is related to enhancing the function of anti-tumor 
antibodies by regulating FcyRI IB-mediated activity. In particular, 
disrupting SHIP activation by FcyRIIB enhances 

cytotoxicity elicited by a therapeutic antibody in vivo in a human. The 
invention further provides an antibody, e.g., an anti-tumor antibody, with 
a variant Fc region that results in binding of the antibody to 
FcyRIIB with reduced affinity. A variety of transgenic mouse models 
demonstrate that the inhibiting FcyRIIB mol . is a potent regulator 
of cytotoxicity in vivo. 
REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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PTP-PEST, a scaffold protein tyrosine phosphatase, 
negatively regulates lymphocyte activation by targeting a 
unique set of substrates 
Davidson D; Veillette A (Reprint) 

Inst Rech Clin Montreal, Oncol Mol Lab, 110 Pine Ave W, 
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59 

* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
There is increasing interest in elucidating the mechanisms involved in 
the negative regulation of lymphocyte activation. Herein, we show that the 
cytosolic protein tyrosine phosphatase PTP-PEST is expressed abundantly in 
a wide variety of haemopoietic cell types, including B cells and T cells. 
In a model B-cell line, PTP-PEST was found to be constitutively associated 
with several signalling molecules, including She, paxillin, Csk and Gas. 
The interaction between She and PTP-PEST was augmented further by antigen 
receptor stimulation. Overexpression studies, antisense 
experiments and structure- function analyses provided evidence that 
PTP-PEST is an efficient negative regulator of lymphocyte activation. This 
function correlated with the ability of PTP-PEST to induce 
dephosphorylation of She, Pyk2 , Fak and Gas, and inactivate the Ras 
pathway. Taken together, these data suggest that PTP-PEST is a novel and 
unique component of the inhibitory signalling machinery in lymphocytes. 
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2000:360149 BIOSIS 
PREV200000360149 
Antisense modulation of Ship-2 
expression . 

Bennett, C. Frank [Inventor]; Cowsert, Lex M. 
ASSIGNEE: Isis Pharmaceuticals Inc. 
US 6025198 February 15, 2000 

Official Gazette of the United States Patent and Trademark 
Office Patents, (Feb. 15, 2000) Vol. 1231, No. 3. e-file. 
CODEN: OGUPE7. ISSN: 0098-1133. 
Patent 
English 

Entered STN: 23 Aug 2 000 
Last Updated on STN: 8 Jan 2002 
Antisense compounds, compositions and methods are provided for 
modulating the expression of Ship-2. The compositions comprise 
antisense compounds, particularly antisense 

oligonucleotides, targeted to nucleic acids encoding Ship-2. 

Methods of using these compounds for modulation of Ship-2 

expression and for treatment of diseases associated with expression of 

Ship-2 are provided. 
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5' phospholipid phosphatase SHIP-2 causes protein 
kinase B inactivation and cell cycle arrest in glioblastoma 
cells . 

Taylor V; Wong M; Brandts C; Re illy L; Dean N M; Cowsert L 
M; Moodie S; Stokoe D 

Cancer Research Institute, University of California, San 
Francisco 94115, USA. 
R01CA79548 (NCI) 

Molecular and cellular biology, (2000 Sep) 20 (18) 6860-71. 
Journal code: 8109087. ISSN: 0270-7306. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200009 

Entered STN : 20001005 
Last Updated on STN: 20001005 
Entered Medline: 20000922 
The tumor suppressor protein PTEN is mutated in glioblastoma multiform 
brain tumors, resulting in deregulated signaling through the 
phosphoinositide 3-kinase (PI3K) -protein kinase B (PKB) pathway, which is 
critical for maintaining proliferation and survival. We have examined the 
relative roles of the two major phospholipid products of PI3K activity, 
phosphatidyl inositol 3 , 4 -biphosphate [Ptdlns (3 , 4 ) P2] and 
phosphatidylinositol 3 , 4 , 5 -triphosphate [Ptdlns (3 , 4 , 5 ) P3] , in the 
regulation of PKB activity in glioblastoma cells containing high levels of 
both of these lipids due to defective PTEN expression. Reexpression of 
PTEN or treatment with the PI3K inhibitor LY2 94 002 abolished the levels of 
both Ptdlns (3, 4)P2 and Ptdlns (3 , 4 , 5 ) P3 , reduced phosphorylation of PKB on 
Thr308 and Ser473, and inhibited PKB activity. Overexpression of 
SHIP-2 abolished the levels of Ptdlns (3 , 4 , 5) P3 , whereas 
Ptdlns (3 , 4 ) P2 levels remained high. However, PKB phosphorylation and 
activity were reduced to the same extent as they were with PTEN 
expression. PTEN and SHIP-2 also significantly decreased the 
amount of PKB associated with cell membranes. Reduction of SHIP 
-2 levels using antisense oligonucleotides increased PKB 
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activity. SHIP-2 became tyrosine phosphorylated following 

stimulation by growth factors, but this did not significantly alter its 

phosphatase activity or ability to antagonize PKB activation. Finally we 

found that SHIP-2 , like PTEN, caused a potent cell cycle arrest 

in G(l) in glioblastoma cells, which is associated with an increase in the 

stability of expression of the cell cycle inhibitor p27(KIPl) . Our 

results suggest that SHIP-2 plays a negative role in regulating 

the PI3K-PKB pathway. 

L5 ANSWER 13 OF 13 BIOSIS COPYRIGHT 2004 BIOLOGICAL ABSTRACTS INC. on STN 
ACCESSION NUMBER: 1998:44397 BIOSIS 
DOCUMENT NUMBER: PREV1998 0 0 0443 97 

TITLE : Keratin 8 and 18 expression in mesenchymal progenitor cells 

of regenerating limbs is associated with cell proliferation 
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AB Keratins are considered markers of epithelial differentiation. In lower 
vertebrates, however, immunoreact ivity for keratin 8 and 18 has been 
reported in nonepithelial cells, particularly in mesenchymal progenitor 
cells of regenerating complex body structures. To confirm that such 
reactivity does indeed reflect keratin expression and to investigate their 
possible role in regeneration, we have isolated clones coding for the newt 
homologues of keratin 8 and 18 (NvK8 and NvK18, respectively) and studied 
their distribution and changes in their expression following experimental 
manipulations. Analysis of NvK8 and NvK18 transcripts confirms that KS 
and K18 are expressed in the blastemal cells of regenerating newt limbs 
and that their expression is first observed 3-5 days after amputation, 
when the blastemal cells start to proliferate under the influence of the 
nerve, whose presence is essential for regeneration to proceed. In 
contrast, no induction of these keratins is observed following amputation 
of a larval limb at a stage when organogenesis is proceeding in a 
nerve -independent manner. To establish whether there is a causal 
relation, ship between keratin expression and cell proliferation 
in the adult limb blastema, we have investigated whether their expression 
is nerve-dependent and whether suppression of their expression in cultured 
blastemal cells affects cell division and differentiation. Analysis of 
keratins in denervated limbs demonstrates that the nerve is not necessary 
to induce their expression. However, treatment of cultured blastemal 
cells with KS and K18 anti-sense oligonucleotides 

significantly decreases DNA synthesis and induces changes in cell 
morphology, suggesting that expression of these keratins during 
regeneration may be necessary for the maintenance of the undifferentiated 
and proliferative state of blastemal cells. 
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AB Antisense compds . , compns . and methods are provided for modulating the 
expression of Ship-1. The compns. comprise antisense 

compds., particularly antisense oligonucleotides, targeted to nucleic 
acids encoding Ship-1. Methods of using these compds. 
for modulation of Ship-1 expression and for treatment 
of diseases associated with expression of Ship-1 are 
provided . 
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Antisense compounds, compositions and methods are provided for modulating 
the expression of Ship-2. The compositions comprise antisense 
compounds, particularly antisense oligonucleotides, targeted to nucleic 
acids encoding Ship-2. Methods of using these compounds for 
modulation of Ship-2 expression and for treatment of diseases 
associated with expression of Ship-2 are provided. 
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The title film having increased stiffness and heat resistance, useful as a 
condenser dielec, a sail material, packaging or parting material, video 
tape substrate, etc., comprises >1 layer of a copolyester the acid 
component of which contains >25% of p-COC6H4C6H4CO units. Thus, an 
8-|am-thick title film of a di-Me 2 , 6-naphthalate-di-Me 
4,4 ■ -biphenyldicarboxylate-ethylene glycol copolymer (m. 281°) 

(preparation given) had elastic modulus 9.2 GPa, tensile strength 237 MPa, and 
elongation at break 25% in the longitudinal direction and 8.0, 182, and 
17, resp., in the transverse direction. 
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